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DETAILED ACTION 

RE: Spriggs et al. 

1. Claims 1-14 are pending. Claims 15 and 16 have been cancelled. 

2. Claims 1-14 are under examination. 

Information Disclosure Statement 

3. The information disclosure statement (IDS) filed on 5/1 1/2007 has been 
considered. A signed copy is attached hereto. 

Claim Rejections - 35 USC § 102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

5. Claims 1, 2, 9 and 1 1-14 are rejected under 35 U.S.C. 102(b) as being 
anticipated by WO 00/19206 (Pub. Date: 4/6/2000, IDS). 

WO 00/19206 teaches a method for screening a cancer, detecting a cancer 
and/or evaluating the prognosis of a cancer in a mammal, said method comprising (a) 
obtaining a biological sample from said mammal; (b) measuring a level of YKL-40 in 
said sample and comparing the level to the YKL-40 level found in that of a normal 
healthy mammal or normal population wherein a statistically significant difference in 
YKL-40 levels indicates the presence of cancer (see abstract, page 2, lines 30-33, page 
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13, lines 1-2, claims 47 and 51). WO 00/19206 teaches that the biological sample is 
plasma or serum (see claim 49), and the level of YKL-40 is measured using an 
immunoassay (see claim 57). WO 00/19206 discloses that elevated levels of YKL-40 
are indicative of the presence of a cancer in undiagnosed subjects and indicate likely 
recurrences of the cancer in subjects diagnosed as having a cancer (see abstract). WO 
00/19206 discloses that serum YKL-40 can identify patients with cancer before clinical 
symptoms appear, and therefore before the cancer would normally be discovered (see 
page to, lines 4-5). WO 00/19206 discloses that the median concentration of YKL-40 
detected from control healthy group is 80 ug/L in children (aged 6-17 years) and 102 
ug/L in adults (aged 20-79 years) (see page 12, paragraph 4, lines 3-5). WO 00/19206 
teaches that the statistically significant elevated (relative to a normal healthy human) 
serum YKL-40 level is greater than the 95% of controls, which is about 207 ug/L for 
subjects age 20-69 ("prognostically significant levels") (see page 28, 4 th paragraph, lines 
5-12). WO 00/19206 discloses that serum YKL-40 concentration in 120 healthy women 
(aged 18-69 years) were established for use as control values, and the median serum 
YKL-40 concentration was 99 ug/L (see page 46, lines 12-14). WO 00/19206 discloses 
that two patients having YKL-40 concentration of 196 ug/L and 298 ug/L, respectively, 
developed ovarian caner within 5 years after YKL-40 determination (see page 59, Table 
6). 
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Claim Rejections - 35 USC § 103 

6. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

7. Claims 1 -1 4 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over WO 
00/19206 (Pub. Date: 4/6/2000, IDS), in view of Marton et al. (US 2003/01 75832A1 , 
Pub. Date 9/18/2003, effective filing date 11/16/2001), and Xu et al. (US 5,486,456, 
Date of Patent 1/23/1996). 

The teachings of WO 00/19206 have been set forth above as they apply to 
claims 1,2,9 and 11-14 (see paragraph 5). 

While WO 00/19206 teaches comparing the level of YKL-40 in a test subject to a 
median level of YKL-40 in normal populations wherein a level greater than 95% of the 
median level of healthy controls is considered statistically significant, WO 00/19206 
does not teach comparing the level of YKL-40 in a test subject to a mean level of YKL- 
40 detected in normal populations. WO 00/19206 does not teach that the pre- 
determined threshold is at least two standard deviations higher than the mean amount 
of YKL-40 detected in a population of individuals who do not have ovarian cancer. WO 
00/19206 does not teach detection of CA-125. However these deficiencies are made 
up for in the teachings of Marton and Xu et al. 

Marton et al. disclose that for the purpose of monitoring disease development or 
progression, or monitoring an individual at (high) risk, generally the level of HLA-DR 
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expression by CD14+ cells and/or the percentage of CD16+/CD14+ cells and/or the 
number of CD1 4+/CD1 6+ cells in a sample may be compared with the mean or median 
level in samples taken from healthy individuals or from non-ALS patients, matched 
where necessary for sex and/or age. Alternatively, results of these indicia can be 
compared with the values or the mean or median values of results from samples taken 
from the same monitored individual at various time points (see paragraph [0077]). 

Xu et al. disclose that the CA125 is the current serum marker of choice for 
monitoring ovarian cancer (see column 1 , lines 36-37). Xu et al. teach a method of 
diagnosis of ovarian cancer by detection two markers including CA125 (see claims 1 
and 6). Xu et al. disclose the use of the mean value plus two standard deviations of 
healthy controls as the cutoff value in diagnosis of ovarian cancer (see column 15, lines 
25-28). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to modify the method of WO 00/19206 to compare the 
level of YKL-40 detected in a test subject to a mean level of YKL-40 detected in normal 
populations, and use the mean plus two standard deviations of normal populations as 
the cutoff values for diagnosis of ovarian cancer in view of Marton and Xu. One of 
ordinary skill in the art would have been motivated to do so because mean plus two 
standard deviations of healthy controls was wildly used in the prior art as cutoff value for 
determination of statistic significance of test results as shown by the teachings of 
Marton and Xu. Marton et al. disclose that the test results can be compared with either 
mean or median level in samples taken from healthy individuals. Xu teach that mean 
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plus two standard deviations of healthy controls can be used as cutoff value for 
identifying positive subjects. It is obvious to combine prior art elements according to 
known methods to yield predictable results. One of ordinary skill in the art would have a 
reasonable expectation of success to modify the method of WO 00/1 9206 to compare 
the level of YKL-40 detected in a test subject to a mean level of YKL-40 detected in 
normal populations, and use the mean plus two standard deviations of normal 
populations as cutoff values for diagnosis of ovarian cancer because method of 
calculating mean and standard deviations were well known in the prior art. 

In addition, Marton et al. teach using age and sex matched individuals as normal 
controls. For diagnosis of ovarian cancer in subjects at ages 50-60, one would have 
been motivated to include healthy individuals at ages 50-60 in the control group in view 
of Marton et al. These individuals have increased risk factors for ovarian cancer given 
the fact that age and menopause are known risk factors for ovarian cancer. 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made and one of ordinary skill in the art would have been 
motivated to further detect CA1 25 in view of Xu for the purpose of improving diagnosis 
accuracy. One of ordinary skill in the art would have a reasonable expectation of 
success to detect CA125 because CA125 was a widely used serum marker for 
detecting ovarian cancer. 



Conclusion 

8. No claims are allowed. 
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9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to HONG SANG whose telephone number is (571)272- 
8145. The examiner can normally be reached on 8:30am-5:00pm. 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry R. Helms can be reached on (571) 272-0832. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Hong Sang/ 
Examiner, Art Unit 1643 



